Harnessing Underground Metabolism for Pathway Development.
Fermentative production of valuable substances is an economically competitive and ecologically sustainable alternative to chemical synthesis, but it is often hampered by detrimental interactions between the heterologous pathway and the host metabolic network. These interactions are diverse and often not understood. However, the growing knowledge about convergently evolved pathways offers an expansive toolbox to engineer novel, hybrid pathways that could circumvent current problems by recruiting the host 'underground metabolism'. Moreover, considering the debate about genetically modified organisms, harnessing the intrinsic capacity of a cell could be promising for food or feed technologies. This opinion article proposes a ubiquitously applicable and technologically simple approach using metabolic rewiring of reversely engineered hybrid pathways.